shows that TNF-α significantly decreases GFP-expressing 5TGM1-∆F cells. To confirm that GFP can be used as a marker for cell viability, we simultaneously performed phase-contrast and fluorescence microscopy. As shown in Figure S1 , panels a,c,e and g are phase-contrast photomicrographs of panels b, d, f and h respectively that demonstrate that there were little or no viable tumor cells that did not express GFP in any of the conditions used in our assay. Therefore, we could use GFP expression as an adequate measure to determine cell viability.
PDTC is not toxic to non-tumor cells at doses lethal to multiple myeloma cells
To determine if the toxic effects of PDTC on multiple myeloma cells was systemic and affected non-tumor cells, we quantified 5TGM1 cell viability at different doses of PDTC using the MTT assay. As shown in Figure S2A , 50 µM PDTC killed approximately 70% of 5TGM1 cells. Next, we determined if PDTC was toxic in vivo using a neonatal mouse calvarial assay, a well-established method [1] [2] [3] . Interestingly, even a 2-fold increase of that dose was not only non-toxic to other types but also stimulated robust cell proliferation and new bone formation ( Figure S2B ). This is consistent with our previous published data showing that the proteasomal inhibitor, bortezomib, at a concentration that kills tumor cells has a similar bone anabolic effect [4] . Hence, it is unlikely that general toxicity in the medullary cavity is one of PDTC's mechanism of action. Note the PDTC-mediated dose-dependent increase in cell numbers and new bone formed indicating that PDTC is not toxic to non-tumor cells.
MATERIALS AND METHODS

Neonatal mouse calvarial bone assay
As described previously [1] [2] [3] , neonatal mouse calvariae from 4-day old Swiss pups (Institute for Cancer Research; ICR) were excised and hemi-calvariae explanted on metal grids that overlay BGJ medium with Fitton-Jackson modification (Sigma) containing 0.1% BSA and glutamine. Calvariae were incubated at 37 o C/5% CO 2. After 24 h, calvariae were transferred to wells with medium containing the indicated test compound or vehicle.
After 72 h exposure, calvariae were fixed in 10% buffered formalin for 24 h, decalcified in 14% EDTA overnight, and embedded in paraffin. Sections (7 µm) were cut and stained with hematoxylin and eosin (H&E).
